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(57) Abstract: It is intended to provide an 
anticancer agent containing anti-glypican 
3 antibody characterized by being 
administered after a treatment for cancer. 
The term "after a treatment for cancer" 
preferably means after a treatment for 
liver cancer, and "after a treatment for 
liver cancer" still preferably means after 
the removal of liver cancer cells. This 
anticancer agent is preferably employed 
in the case where glypican 3 is expressed 
in the removed liver cancer cells. It is 
also preferable that the anti-glypican 
3 antibody is a monoclonal antibody. 
This anticancer agent is efficacious in 
preventing cancer or preventing cancer 
recurrence. 

(57) MS: **IJHI** aftJRBrcS 

* > 3 Ew****-r *st*»*««-r 



fey, 



JIT ilS/E 



A AFP CONCENTRATION (ng/mL) 
B TIME AFTER TUMOR TRANSPLANTATION (DAYS) 

*2JB*-C?fc£„ *?3;L<li, *%W<»tii 
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mmm 

>2, ^Utf#>3, dfU tf#>4:fc<£^y tf ^7 > 5 ) ^h$m& 

£tlT^§o ^©7 7 5U-0^>/Hl i^— &rtKX (^j60kDa) ©37^ 

'Jay^^^yy^/M/^Hl/ (GPI) T>^-fCj;D«^^b 
15 TV^o 

X^— (Drosophila melanogaster) ^^©itfS^X^ U — D > 

Dally (division abnormally delayed) jteW^^^tlfeo Dally © cDNA teu 

20 (GRIPs) <hffi|WI@2^J (24~26%ffiH) £;^rM7£:3- FT S**— U — 
>^7l/— A (ORF) $glTl^ui»oT^§ 0 ^-©f^ dally ^ dpp 
(decapentaplegia) U±7?-mM&m$fr?Z®m&ft^ZLtf^m-2nT& 
0, £ (D £ <h#> 5 umiW}$}(DSf U k 0 # >^ TGF i BMP (D v^;Wgjl^iliJ bT 

25 (EGF, PDGF, BMP2, FGF' s) m <D^< ~Z>fr(D*tmU±7°& — t LTiUgbT^ 

$n (Filmus, J., Church, J.G., and Buick, R.n. (1988) Mol.Cell Biol. 8, 
4243-4249) , WzifV tf# >7 T ^ U " 69kDa >A°^«£ 
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w-Dfr. G?i-m&M<D'\rt7>ffim7uttifvjj>s oci-5 hisxmfe-znft 

(Filmus.J., Shi, W. , Wong, Z.-M., and Wong, M.J. (1995) Biochem. J. 311, 
561-565) o tH^^Tfc, h D ^'J k'*>3 - 

fefrifi, MRX-7 LhXW-M^flX^Z (Hermann Lage et al. , Gene 188 (1997) 

5 151-156) o zfv \zft>zu^>7sV>Mmmm^-2t$>nz-$>n2m.-& 
fc&mm.is, z<Dmmm*<DftWt&mittzz£imfc'&tiTKz> (pnia, g. 

et al, (1996) Nat. Genet. 12, 241-247) . iLCDfg^te;, fc!;*J> 3 b 

%^/^ymmmiz^xmmm^tmK^mvx^^>(Dxm^z.t^mv 

Ct*««tSnTfet) (Hey-Chi Hsu et al., CANCER RESEARCH 57, 5179- 

5184 (1997) ) , $ e> fcirt^u tf # > 3 mm^mmmizM hxmmmw^^ 

0 8 8 3) o 

25 BM^fflMzMl 
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^mn^msMn. Tz?^n>vmmz&^xm^&<D\zmz^mx%>%> 0 is 
io ztizm-sxh, mm^nr^mmm^m-Dx^^^t^^o ^<D^ot^mm 

m %m v > t f u t° # > 3 # >/\° ^ k ©fggi &?§ig l t fe «fc b > p c r a? t 

^t§ 0 i^SBbfc^S^liSIfC^O^iCfc DftBrTS £ £&x%. 
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#^> 0 mm<Dmmtm ^<om&^—*i— ^ut^^m^ 

U t?# > 3 i»t#:«t IT, ftKllfflUM&ft*©^/ ^ n— ^-;Ptii#:j&W* b ti. Iff 

20 fc«fco^££n§fc 

St#fl5t#©l«fmiSa:bTffiffl$n*b h^Dtf#>3£, Lage, H. et al., 
Gene 188 (1997) , 151-156 fcWSS^fc^U > 3 (MXR7) ifrf^VT^ 
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> 3 £ 3 — FT Sflte^KBaj ©SBS'S ^ ^-3^Jf A b T jS MS fclt^ 
ffitf U tf * > 3 ADCC • CDC & £ ©«3jtm£'l4fc£ D in-S^M ^ U 

10 Sfetii^U t°^>3iJi#:fc»t[4|WI^7n^ ^-s^m mmm^b^-»^(D 

Birr s^u H*>3^_h©xfc° h-^#^©%xD^i5s^$ri^\ ^ y tf^tr 

> 3^±^#ffiT§xtf h-^Yj:S^^©xE h-^iibtfei^. t£o 

20 ^ -v-jvmmmzn&o 

D^T§^ch^T#^o J^^Cteu ^irCM^PBS (Phosphate-Buffered 
Saline) ^S^izK^^fi^^*fe«ll®bfct>©fcBlfMJc:«t Offi^© 
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(P3x63Ag8. 653) (J. Immnol. (1979) 123, 1548-1550) > P3x63Ag8U. 1 
(Current Topics in Microbiology and Immunology (1978) 81, 1-7) > NS-1 
(Kohler. G. and Milstein, C. Eur. J. Immunol. (1976) 6, 511-519) , MPC- 
11 (Margulies. D.H. et al., Cell (1976) 8, 405-415) , SP2/0 (Shulman, M. 
5 et al., Nature (1978) 276, 269-270) > FO (de St. Groth, S. F. et al., J. 
Immunol. Methods (1980) 35, 1-21) , S194 (Trowbridge, I. S. J. Exp. Med. 
(1978) 148, 313-323) , R210 (Galfre, G. et al., Nature (1979) 277, 131- 

133) mmnfcmm tsn&o 

10 Hit. 5-—7~-t^)lXy : -'i>ib(Djjm (Kohler. G. and Milstein, C. , 
Methods Enzymol. (1981) 73, 3-46) ^C^DTff 5 Z L&X^Z> 0 

^vmmwzfe, tmmmm&\z* mxummm&ti£m%\(DW&T\zmn<D$k 
mmmm^xmmtsn&o m^mmtvxu, m;u«ux^pw>^u3-;i/ 

(peg) , iz>^Vj7^;vx (hvj) ^mm^tis ^zmmiz^rtm^m^ 
15 ^^rc&\z^^)vxji^^^m(Dm^M\^mM^^zt%-c^^ a 

mmm i$i n - -?mm t <Dmmm&\z&m \zwo£tz> z t^x^ & „ mx 
«\ 5ip-Tiiffi^LTMaji^ i-io{gtt§®^w*b^„ mmmm 

RPMI1640 ig^M, MEMig^, ^r(D\^ ^©S©«ig^^Ml/^tlS®S©ig 

20 mmj>mm~»smx$>v), ^^\z, ^wMskm cfcs) m<Dskmffim&wm~?z>z 

MSiis, ^p® zix;mmiz]jnmvfr?EGmwi (M^«^^«iooo-6ooog 
m.) ttmn 30-60% (w/v) <Dmmxmav, m-^-t^zhiz^^xm^^T^ 

z<D&5\zvxmz n&/ w z? u m^om^mmm, m x u hat is 
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U >/\°3t£r in vitro T^U tf* > 3 laStfeU JfiffsU >A°S£&t: F 
BlflOkh^S^SElt'&TfS (#£^P 1-59878 . S6fc, fc 

F^#^fg^©^T© w\°- f u — ^w-r^ f ^ pmmzffimhte 

WO 94/25585 #£$fiU WO 93/12227 WO 92/03918 WO 

94/02602 w&m.mm . 

25 Vandamme, A. M. et al., Eur. J. Biochem. (1990) 192, 767-775, 1990 # 

>3trC#:©nJ^ (V) £#&n— Ft*£ mRNA §«t &<> mRNA ©^L»tt, 
©^fe M^fl £f7~$?>jBa&L^ (Chirgwin, J. If. et al., Biochemistry 
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(1979) 18, 5294-5299) , AGPC (Chomczynski, P.et al., Anal. Biochem. 
(1987) 162, 156-159) ^fc«fct)froT^RNA *W»U mRNA Purification 
Kit (Pharmacia @D m&&m UTS W© mRNA SiitS, QuickPrep 
mRNA Purification Kit (Pharmacia®*) &/BV>£ ££fccfc D mRNA $HC^fflSI 
5 t§:t!)l?t§. 

tlfc mRNA ^ e>jS*?g^3SSffl ^Tintf* V ««0D cDNA &£-j&T&o cDNA 
(D-af&lt^ AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (£ 

it^nw&M) m^m^xn^o £7c> cDM©^/&fe£rraii£fT<5fcfcj:, 5*- 

Ampli FINDER RACE Kit (Clontech $4) *5j;rXPCR %m^fc 5' -RACE 
10 (Frohman, M. A. et al., Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002, 
Belyavsky, A.et al., Nucleic Acids Res. (1989) 17, 2919-2932) 

B W t~t&iritfV > 3 £tl#:<D V fCi^n — FT£ DNA £tt£, 

20 jitr. 

25 irif«^©^il«, (H it) £fcfcM£« (H) £n-Kf5DNA 

5 W*Hfc:feJ:tXL ag§ri— DNA fcl&#&ArT!*&£ 
«£7B«fe^£irck£U (WO 94/11523 . 
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&MfcT£ vxmm-r&o m^m^^mx^nr^m^m^^ts dna »fM-s 

jlS^;V :: E> ; &h^>X> ? x^:y^-V^^MbT*)ci:Vi (Ebert, 
K.M. et al., Bio/Technology (1994) 12, 699-702) . 

io ^BWtbTA^wt^ufcji^mift^.s^, m.fc& bi- 
te (Humanized) £i#:£^JET#3o En&©3fc3e#t#rau gEfcKZ^Ss&JBVvr 

7&imZ> MIB® «k 5 bTftfcirt/ffc V ffi^^n- DNA £ b h£i#: 

bMbffittfck f?#Efc (reshaped) b htrt#:t *U iltlfcL kh» 
Hft¥LI&®K ^^.JiV^^^OffllMSft (CDR; complementarity 
determining region) ^b hiri#:©ISffi#^M^^ttb7tfe©T^ D> ^© 

20 — jft«&jt^iyfc*^fe&snTv>s (mMm^mm^mm^ ep 125023 -st 

WO 96/02576 . 
AttWldfck ^Xirt#:<D CDR tk. hmfc(D7V— (framework 
region ; FR) fc&jgJgrrSJcS fc^gtbfc DNA IB^J£> CDRR^FRM^©*S 

25 F&y^TV— tbTffl^TPCRfefc«kO-&^-r«(W098/13388-^^telSa|ft© 

CDR ^LTM^tl§ b htrif*©^ l/-A7-^MIl *HifHS:ft}£«ffe&* 
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VtZ>yU—&V—t7ffi&<D7^SWt&m&lsTh&\,* (Sato, K.et al., Cancer 
Res. (1993) 53, 851-856) . 

HiiTfci, Cris Cr2, Cr3, Cr4£, Lirmc/c, CASffifflts 

3^ 9irt#:«, b h^©Pf?L»J^**irL#:(Z)pT^M^<J: b b£iitel±l3fc©5£S 
MMLfrt>'&& 0 — bMbirttete, b h^©Pf ft»4&a^te©ffl*M£fc 

*%0JT^ffl $ n^tntete, #Lte©£te#^fc:EK 5 n*T ^ U b°# > 3 fciBr^ U 
^ U tf * > 3 0D^'l4^[fi#-r § PS t) , tt#©BfitX»-t ©#E»WT?*o T fe <fc < , 
—Winter— m8m*>&2Ztl2>o m%.& ^©Hffrtttlt Fab, F (ah') 2, 
15 Fv, 1 f@© Fab Fc £3Tf 3 Fab/c, tfcifflifL< «Li® Fv £jS 

S^U>*— TilJie^/ii^^^x-f >Fv (scFv) j&*#tf£ftS. Utefft 

nne.trC#:»fM-&n— Jin^SSSi^^— £3* 
Abfdt, &M5fc?f£*fflJ&T?S53i£i2:5 (0!*.fc£ Co, M.S. et al., J. 
20 Immunol. (1994) 152, 2968-2976, Better, M. & Horwitz, A. H. Methods in 
Enzymology (1989) 178, 476-496, Academic Press, Inc., Plueckthun, A. & 
Skerra, A. Methods in Enzymology (1989) 178, 476-496, Academic Press, 
Inc., Lamoyi, E. , Methods in Enzymology (1989) 121, 652-663, Rousseaux, 
J. et al., Methods in Enzymology (1989) 121, 663-669, Bird, R. E. et al., 
25 TIBTECH (1991) 9, 132-137 #flfj „ 

scFv te, trite© HiVtttLiV £MTT3 £ £ fc«fc 5 #£ft5„ 

F U ^^bTjSSS^tlS (Huston, J. S. et al., Proc. Natl. Acad. 

Sci. U.S.A. (1988) 85, 5879-5883) „ scFv \Z&tf%> H ft V ft«:fe«fctfL ft V 
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v mm^mMT^y"^ f u ^-ttm mxur^jm. 12-19 m&frzts: 

scFv §3— Hf SDNAtt, Sffl^l#:©H«*JfcttH«V««*3— K*T*DNA, 

tfrnommyntisT, ^ux^i/^un-^ (peg) 

^WTteflfSn^tfMfcte, — fi#SttlTL#: (bispecific 
antibody) T^oTfeiK rl#St^*i^U lf*> 3^±Ofe5;5Xt: 

1 — -y &mmrr ztftrntfrGtim. &^&-mwm&&i'fc°v& o t *> £ v> l , —77 

WWBIfl&©il!«[*«l^S2:t*«irtlt?*S. -«#^tt^L#:« 2 «f©£t 
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ttJtte^ 3' ftTFSKK:#U A $/^;V^M^fc^$i±T^ig$-&§ £ 

^XlS^Dt- /X.>J\>iy— ( human cytomegalovirus immediate 
early promoter/enhancer) ^r#tf § £ t^Tt§o 

T>^7^;i/X40 (SV40) ^^^^X^D^E— /x>a>u— , 
thin>^->3>77^^-la (HEFla) 1zE<DWLWM1fe&3£07u : £ 

15 SV40 "7°n ; E-^—/X>A>it—^^i"§»^ Mulligan £>©;7ji* 

(Nature (1979) 277, 108) HEF1 a ^Dt-^VX>A>t- 

£^J3f~ ^S^teMizushima <b©^?£ (Nucleic Acids Res. (1990) 18, 5322) 

!d^f§ 0 ^D^-tLTfl M^ilacz^n^E— ^— , araB Xn^E-^ 
— &3*tf£;i£a**«<5. lacz :7°n^-^-£^MT£if Steward 

(Nature (1098) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) fc«k0, £ 
SWS araB ^at-^-^It^^tt Better (Science (1988) 

25 240, 1041-1043) fc«k £ £ 

pelB -y?fir)\/WM (Lei, S. P. et al J. Bacteriol. (1987) 169, 
4379) £^ii-rrU££^ 0 Je-LT, ^U^^XAt^^n^ta^^^Slbfe^ 

ffifa<Dwm&mmzm.&w.Lx (refold) ^jbt^o 
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mmmmtvx^ sv4o, #u^-t^;i^ r^jtrnvTs, ^>/\°t£n 

n->Hh9>X^x^-if (APH) fltte^ ^^^>^±-if (TK) jtfc^ ^ 
5 J3I^-y->^>^T^:>^X*U^^;i/h^>X^3i^— if (Ecogpt) jtfc^ 
^bHD^mMTC^ (dhfr) jtfg?#^ti^<h^T#§o 

io n, ntuitL/TH ^^.^is«f©it«ji^^ e»n^>o 

$?£L<te, ^B^-C^ffl$n§irC#:^ Hf?LfSife MxifCHfk COS, 5 
ID-Y, BHK, Vero, HeLa ffflWTfgJg^n^o 
#ilZ, ^mUWk^ntc.m-3m%&& in vitro Sfcfei in vivo Tig*LTB6*j£ 

15 H£<hbT\ DMEM, MEM, RPMI1640, IMDM H 

(fcs) m<DMnmm&&mTz>z.t i bx%z> a 

^mmx&m%n&ffifa(Dffim£^'\i (Antibodies A Laboratory 
Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) > U 
•fiy^VW?— (Harada, A. et al., International 

20 Immunology (1993) 5, 681-690) (Dm&zWi>%KD^&&&ffl-t& Z\ ttfX*%&o 

EL ISA (#m^^®»^S^) , EIA (B^£LgE8dJ£S0 > RIA (»+&« 

V^iJ^ 3 ?V >^L7c7°l/— h Iz, ffitnj ¥X>3in.<*& 

25 ^"trim irt^U h°*>3^f«^IBJia©i§*±ff^f^#:^n^^o 

ytm&mferz z\ tx^m^m^mm-r^ z. h&x%%o *mmzm.m~$-%> 
mm** mmmmmmomimmmm^jkm^mz^^^-o z. t&T%& 0 
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adcc (Dnm^m^^.tiz^vmi^f^r.t^^^o x.yx.y?~mmti< 

i^Tit, ^ttibTfik hJ3f»*HuH-7^©t b^b*fflfl&&fflV>5 £<h 
U >j7 > hfS £ £: ^£ D ADCC ^tt^i!l^T^> £ t&~T? 

io sfe, cDc^'im, ±m<Dmmmmmmtiriifv}dti>3ifi^m^v, ^© 
y htz zl£\z£q %m-r& z. t^-v^Zo 

W^I^*tt> — m^^##:a lkg&fcD O.OOlmg lOOOmgODtSHTllkf 
20 tl&o JS^&fcD 0. 01~100000mg/body (D^m^m^z.t^is^^> 0 

25 feBjfgT&^o 
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j&^TSSWbTS (Remington' s Pharmaceutical Science, latest 

edition, Mark Publishing Company, Easton, ^ffl) , mMKrtZ&W&tl&Mfo 

n;v#U^-> ^M^y^f ^tJI/P-Xt h U ^A, ^'JT^UiHth'J 
TJ^ym-f-hV^A, 7jc^tt^Xb^>^ 

xt7U>E tbMir;^^ (hsa) , T>-h-;k v;nfh-;k ^ 
mmomnmz. ^mm?&mn\<DmmzmcT±m(Dtpfr 

&m.7k. mmm. y^^mmmmizmmv. z\n\zm.mm±m. mz-tt Tweenso, 

Tween20, if^X b hMT^^^ ^^JP^fefeCD^fflT^ ^ i^Tr# 
hU%\tim^&Z>R^¥fff\5m.2 004-24427 3&J;^2 0 0 5 - 9 0 9 

25 
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ifflifT^x^TiHc^it^^^x^k btfv ¥ti y 3 m& gc33 ommsk 

(1) a-7xbyDr'f>(AFP)0jfflS 
5 t h AFP Ufa ELISA h (HOPE LABORATORIES %M) 

1200Xg, 20$Hfflj&k#«LT#;fc:. 
10 (2) If^^^X^^KDf^M 

TO^^^X^E^tt^TcD^P^MbfCo HepG2« (ATCC) £A>^ 
(SIGMA #M) Tl x 10 8 {@/mL 5 KlfSMbfco *>7&—)V 

}c:£§J»~Pr> X— Ht^x (ft-MU/H CDJFFIi^^HepG2m 
«^50 /zL (5 x 10 6 M/^X) ^ftAtfe. #*^21 0 fdjfiL?#4 , CD AFP 
15 ?jlig£$iJ;£U 10 - 100 mML <Dmm<Dmmz~D^T 2mzfrtfTc (n=4) „ £ 

(3) 

T^Xiritih^U tf^>3tn:#:GC33 (^jzB©##M^#M) 
20 ^S^tK CfcBSSJIiS) 0.5 mg/toLlZfcZ>£o\zMMV, &mmt: 

bfco ±IB^X^;Wc:*fU Wm>mkl\ 0S<t28 0 @^#^§1O 
mL/kgKT, M«J:i9^#bfc 0 &ft^K:«£S:£i£zfc£ Vehicle £ bT|WJ 

(4) ifiMM^comm 

25 trLJB-e^m^^ViTM^fitfl 35 B SO AFP «gtT^I5bfc 0 -^©^JH, 
ilt^t^D, GC33^-#PT« Vehicle ^^^tb^bTje*^*^ 35 0 
g fc£> V>T AFP MJS©fST«i* £ tl, cfc ^irEfi^^^lS^^ HTc 0 
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m^fflX5^X2k^a^X5Z&kil^U fcf # >ffL# GC33 Wffl^K 

5 (1) a-yx. h7°U^>W?)<DW\fe 

Mm^—^J — t^X. t h AFP Mfe EL ISA h (HOPE LABORATORIES £h$S) 
£J1^ ifiLflftfOt: h AFP IS&iSbfCo EL ISA (Z)?liJ^PS#«^J 1 ng/mL 
D> ^tm®#^T©+f->y;V^^ViT«l ng/mL ilL teBg^SlfilfcJ; D 

«^-fe/\°^tf^ h s c-fe^x-r^) fc^mu mux is ^fsum 

10 1200Xg, 20 ^js'L^!«tLT#fc 0 

(2) Jffi««^X^5^©#®[ 

If^^^X^>tt^T©J;5^Sb7Co HepG2|fflSa (ATCC) £/\>^7 
Xigi-fc (SIGMA %tm) Tl x 10M@/mL (I/j;§J;5fclSLfco ^>^-;V 
i:i;§fST-e, 5?-HTW (ftHI/XUAM ©JFFIl&Jlll*!^ HepG2 mm 
15 SIM 50 ^L (5 x 10 6 {@/T^X) IIAlfc. fMB ©M^C^TMI 2 
:&K:2f|H;i£Wc (n=10) . ^ttSH©Bt^T«V^xm^HepG2^#ffiT^ 

a*, ^^xifiLm^^tih AFPte$mj£*rf\ &v>mm(D]R®mk\z.m£-?z>WLfr 

(3) trL#:^# 

20 V>j7Xirt t b t?# > 3 Jtl#: GC33 0 , feS^ifeR (7<UWm 

&m^X, 0.5 mg/mL 5 ^i«U SW4tbfeo -tlB^X^^ 

\zmv, mm^m^Bt i b a fcs^w*** 10 mL/kg 

b feo j^teMMI «£S^*&7j< £ Veh i c 1 e «h L T b fee 

(4) ta««^©M 

25 irLffi^m^^^T«JB-«^ft 15 0 S £ 40 0 @ © AFP MtTWffibfco 
•e<DM^ 0 2^7K-ri*3O, Vehicle &##rm AFP "Stlfc 
CDCTbT, GC33^#|^T«, V^n^J^fc&^Tfc AFP ?lJg©±#/^fg 

£Lh£D^ Fll^WTO^ffi^^l/^bT^ AFP^ft$;n&^0#» 
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fee 

5 ##M ^Xfeihh bf > 3 tn.fa GC33 Of^M 

tf#> 3 © 524#@© Ala^S. 563 #@<£>Lys F £ GST ©B& 

^^>A°^K (GC-3)££^JiC£L<T> Balb/c (B^t-M'J/t-j; D» 
A) 3 EE, MRL/lpr 3 EMM bTM^Tofco ^HH^L^te GC-3 £ 100 # 
g/head i^§J;5^1SU FCA ^I^TlTJl'^a >fttfct)0t:feTi^4 
10 bfeo 2aiit; 50^g/head <h^:§ J; ~5 MfSMbfcfeCD^ FIA TX^V^a > 
{bb7ife©^Tt^bfeo 5®jfeg©m, ^Y>i77t:MblllM (50^ 
g/head) ^JSMtftklfir ^mmm&%ft oTCo X^U-n>^«, C^WJJCDj* 
TKfM^ (564-580 7571) GPC3 >A°^K^@ia 

b 7£ A / ?V — h V * 7c: EL I S A \Z J; D ff o 0 |Si<!4 Z P - > tCO V > T tePS 
15 M^£J;D^y^D->ftbfc„ ^©f^ GPC3 ttLTtl^Mtt?: 
#"r§^L#: GC33 £lX#bfco GC33 © H m^M^<DT ^ /mmmmmWr^r 3 

20 ^Hj©fet^j«> mfD^ffi&tcittmm^mzmm'vfc&o 
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mm* 

3 . msmm^mmmwm^ &m>m 2 mnommio 

5 . mm^y ? u~^)vm*x&&m$m 1-4 (DwT?ifrizmm<D$mMo 

10 6. i^-S^caS^^ 

9. ^D|^^nfeTO«t^U t 0 ^J>3^SibTV^> tt^7^fe«8^WS 
15 «(^)^feo 

1 0 . mm^y & n-7-«tsi.i^ 6-9 ©^Tn^ta**©^,, 
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SEQUENCE LISTING 

<110> Chugai Seiyaku Kabushiki Kaisha 

<120> Adjuvant Therapy using Ant i - Glypican 3 Antibodies 

<130> PCG-9010WO 

<150> JP 2005-90945 

<151> 2005-03-28 

<150> JP 2004-244273 

<151> 2004-08-24 

<160> 4 

<170> Patentln version 3.1 

<210> 1 

<211> 1743 

<212> DNA 

<213> homo sapiens 

<400> 1 



atggccggga 


ccgtgcgcac 


cgcgtgcttg 


gtggtggcga 


tgctgctcag 


cttggacttc 


60 


ccgggacagg 


cgcagccccc 


gccgccgccg 


ccggacgcca 


cctgtcacca 


agtccgctcc 


120 


ttcttccaga 


gactgcagcc 


cggactcaag 


tgggtgccag 


aaactcccgt 


gccaggatca 


180 


gatttgcaag 


tatgtctccc 


taagggccca 


acatgctgct 


caagaaagat 


ggaagaaaaa 


240 


taccaactaa 


cagcacgatt 


gaacatggaa 


cagctgcttc 


agtctgcaag 


tatggagctc 


300 


aagttcttaa 


ttattcagaa 


tgctgcggtt 


ttccaagagg 


cctttgaaat 


tgttgttcgc 


360 


catgccaaga 


actacaccaa 


tgccatgttc 


aagaacaact 


acccaagcct 


gactccacaa 


420 


gcttttgagt 


ttgtgggtga 


atttttcaca 


gatgtgtctc 


tctacatctt 


gggttctgac 


480 


atcaatgtag 


atgacatggt 


caatgaattg 


tttgacagcc 


tgtttccagt 


catctatacc 


540 


cagctaatga 


acccaggcct 


gcctgattca 


gccttggaca 


tcaatgagtg 


cctccgagga 


600 


gcaagacgtg 


acctgaaagt 


atttgggaat 


ttccccaagc 


ttattatgac 


ccaggtttcc 


660 


aagtcactgc 


aagtcactag 


gatcttcctt 


caggctctga 


atcttggaat 


tgaagtgatc 


720 


aacacaactg 


atcacctgaa 


gttcagtaag 


gactgtggcc 


gaatgctcac 


cagaatgtgg 


780 


tactgctctt 


actgccaggg 


actgatgatg 


gttaaaccct 


gtggcggtta 


ctgcaatgtg 


840 
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gtcatgcaag 


gctgtatggc 


aggtgtggtg gagattgaca agtactggag agaatacatt 


900 


ctgtcccttg 


aagaacttgt 


gaatggcatg tacagaatct atgacatgga gaacgtactg 


960 


cttggtctct 


tttcaacaat 


ccatgattct atccagtatg tccagaagaa tgcaggaaag 


1020 


ctgaccacca 


ctattggcaa 


gttatgtgcc cattctcaac aacgccaata tagatctgct 


1080 


tattatcctg 


aagatctctt 


tattgacaag aaagtattaa aagttgctca tgtagaacat 


1140 


gaagaaacct 


tatccagccg 


aagaagggaa ctaattcaga agttgaagtc tttcatcagc 


1200 


ttctatagtg 


ctttgcctgg 


ctacatctgc agccatagcc ctgtggcgga aaacgacacc 


1260 


ctttgctgga 


atggacaaga 


actcgtggag agatacagcc aaaaggcagc aaggaatgga 


1320 


atgaaaaacc 


agttcaatct 


ccatgagctg aaaatgaagg gccctgagcc agtggtcagt 


1380 


caaattattg 


acaaactgaa 


gcacattaac cagctcctga gaaccatgtc tatgcccaaa 


1440 


ggtagagttc 


tggataaaaa 


cctggatgag gaagggtttg aaagtggaga ctgcggtgat 


1500 


gatgaagatg 


agtgcattgg 


aggctctggt gatggaatga taaaagtgaa gaatcagctc 


1560 


cgcttccttg 


cagaactggc 


ctatgatctg gatgtggatg atgcgcctgg aaacagtcag 


1620 


caggcaactc 


cgaaggacaa 


cgagataagc acctttcaca acctcgggaa cgttcattcc 


1680 


ccgctgaagc 


ttctcaccag 


catggccatc tcggtggtgt gcttcttctt cctggtgcac 


1740 


tga 




1743 




<210> 2 








<211> 580 








<212> PRT 








<213> homo 


sapiens 






<400> 2 








Met Ala Gly Thr Val Arg Thr Ala Cys Leu Val Val Ala Met Leu Leu 




1 


5 


10 15 





Ser Leu Asp Phe Pro Gly Gin Ala Gin Pro Pro Pro Pro Pro Pro Asp 
20 25 30 



Ala Thr Cys His Gin Val Arg Ser Phe Phe Gin Arg Leu Gin Pro Gly 

35 40 45 

Leu Lys Trp Val Pro Glu Thr Pro Val Pro Gly Ser Asp Leu Gin Val 

50 55 60 

Cys Leu Pro Lys Gly Pro Thr Cys Cys Ser Arg Lys Met Glu Glu Lys 
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65 70 75 80 

Tyr Gin Leu Thr Ala Arg Leu Asn Met Glu Gin Leu Leu Gin Ser Ala 

85 90 95 

Ser Met Glu Leu Lys Phe Leu He He Gin Asn Ala Ala Val Phe Gin 

100 105 110 

Glu Ala Phe Glu He Val Val Arg His Ala Lys Asn Tyr Thr Asn Ala 

115 120 125 

Met Phe Lys Asn Asn Tyr Pro Ser Leu Thr Pro Gin Ala Phe Glu Phe 

130 135 140 

Val Gly Glu Phe Phe Thr Asp Val Ser Leu Tyr He Leu Gly Ser Asp 
145 150 155 160 

He Asn Val Asp Asp Met Val Asn Glu Leu Phe Asp Ser Leu Phe Pro 

165 170 175 

Val lie Tyr Thr Gin Leu Met Asn Pro Gly Leu Pro Asp Ser Ala Leu 

180 185 190 

Asp He Asn Glu Cys Leu Arg Gly Ala Arg Arg Asp Leu Lys Val Phe 

195 200 205 

Gly Asn Phe Pro Lys Leu He Met Thr Gin Val Ser Lys Ser Leu Gin 

210 215 220 

Val Thr Arg He Phe Leu Gin Ala Leu Asn Leu Gly He Glu Val He 
225 230 235 240 

Asn Thr Thr Asp His Leu Lys Phe Ser Lys Asp Cys Gly Arg Met Leu 

245 250 255 

Thr Arg Met Trp Tyr Cys Ser Tyr Cys Gin Gly Leu Met Met Val Lys 

260 265 270 

Pro Cys Gly Gly Tyr Cys Asn Val Val Met Gin Gly Cys Met Ala Gly 

275 280 285 

Val Val Glu He Asp Lys Tyr Trp Arg Glu Tyr He Leu Ser Leu Glu 

290 295 300 

Glu Leu Val Asn Gly Met Tyr Arg He Tyr Asp Met Glu Asn Val Leu 
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305 310 315 320 

Leu Gly Leu Phe Ser Thr lie His Asp Ser lie Gin Tyr Val Gin Lys 

325 330 335 

Asn Ala Gly Lys Leu Thr Thr Thr lie Gly Lys Leu Cys Ala His Ser 

340 345 350 

Gin Gin Arg Gin Tyr Arg Ser Ala Tyr Tyr Pro Glu Asp Leu Phe lie 

355 360 365 

Asp Lys Lys Val Leu Lys Val Ala His Val Glu His Glu Glu Thr Leu 

370 375 380 

Ser Ser Arg Arg Arg Glu Leu lie Gin Lys Leu Lys Ser Phe lie Ser 
385 390 395 400 

Phe Tyr Ser Ala Leu Pro Gly Tyr lie Cys Ser His Ser Pro Val Ala 

405 410 415 

Glu Asn Asp Thr Leu Cys Trp Asn Gly Gin Glu Leu Val Glu Arg Tyr 

420 425 430 

Ser Gin Lys Ala Ala Arg Asn Gly Met Lys Asn Gin Phe Asn Leu His 

435 440 445 

Glu Leu Lys Met Lys Gly Pro Glu Pro Val Val Ser Gin lie lie Asp 

450 455 460 

Lys Leu Lys His lie Asn Gin Leu Leu Arg Thr Met Ser Met Pro Lys 
465 470 475 480 

Gly Arg Val Leu Asp Lys Asn Leu Asp Glu Glu Gly Phe Glu Ser Gly 

485 490 495 

Asp Cys Gly Asp Asp Glu Asp Glu Cys lie Gly Gly Ser Gly Asp Gly 

500 505 510 

Met lie Lys Val Lys Asn Gin Leu Arg Phe Leu Ala Glu Leu Ala Tyr 

515 520 525 

Asp Leu Asp Val Asp Asp Ala Pro Gly Asn Ser Gin Gin Ala Thr Pro 

530 535 540 

Lys Asp Asn Glu lie Ser Thr Phe His Asn Leu Gly Asn Val His Ser 
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545 550 555 560 

Pro Leu Lys Leu Leu Thr Ser Met Ala lie Ser Val Val Cys Phe Phe 

565 570 575 

Phe Leu Val His 
580 

<210> 3 

<211> 115 

<212> PRT 

<213> Mus musculus 

<400> 3 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly Ala 

15 10 15 

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr 

20 25 30 

Glu Met His Trp Val Lys Gin Thr Pro Val His Gly Leu Lys Trp lie 

35 40 45 

Gly Ala Leu Asp Pro Lys Thr Gly Asp Thr Ala Tyr Ser Gin Lys Phe 

50 55 60 

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Glu Leu Arg Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys 

85 90 95 

Thr Arg Phe Tyr Ser Tyr Thr Tyr Trp Gly Gin Gly Thr Leu Val Thr 

100 105 110 

Val Ser Ala 

115 
<210> 4 
<211> 112 
<212> PRT 
<213> Mus musculus 
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<400> 4 

Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Ser Leu Gly 

15 10 15 

Asp Gin Ala Ser lie Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser 

20 25 30 

Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser 

35 40 45 

Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro 

50 55 60 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Asn 

85 90 95 

Thr His Val Pro Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 110 
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